Quorum-sensing inhibitor RIP inhibits Staphylococcal TRAP/agr systems and both TRAPand agr-strains are deficient in biofilm formation in vivo, indicating importance of quorumsensing to biofilms in the host. RIP injected systemically in rats treats methicillin-resistant S.
of biofilm (Fig. 2A) ; rats administered a single dose of 10mg/kg RIP had 8.4x10
6 ±3.2x10 6 CFU/ml; rats administered a single dose of 20mg/kg RIP had 3.0x10 6 ±1.1x10 6 CFU/ml; and rats administered a single dose of 30mg/kg RIP had 7.6x10 5 ± 2.8x10 5 CFU/ml. All results were significant (p<0.0001 with respect to controls).
RIP demonstrated notably greater treatment suppression of two-day old biofilms when administered in multiple doses. Treatment activity correlated with both dose and duration of treatment. As shown in Fig. 2B , rats administered four doses of 10mg/kg RIP had 5.3x10 4 ±1.9x10 4 CFU/ml; rats administered four doses of 20mg/kg RIP had 6.3x10 3 ±2.0x10
3 CFU/ml; and rats administered four doses of 30mg/kg RIP had 8.5x10 2 ± 3.2x10 2 CFU/ml (p<0.0001 with respect to controls).
As also shown in Fig. 2B , rats given seven doses of 10mg/kg RIP had 6.7x10 3 ±1.7x10
3 CFU/ml, rats given seven doses of 20mg/kg RIP had 4.1x10 2 ±1.8x10 2 CFU/ml, and rats given seven doses of 30mg/kg RIP had 2.9x10 2 ±0.5x10 2 CFU/ml (p<0.0001 with respect to controls).
To test the synergistic effect of RIP and antibiotics, grafts were implanted, and animals (n=15) were challenged with MRSA ATCC43300. Three days after graft implantation and biofilm establishment, animals received intraperitoneal injections of RIP (10mg/kg) and/or Teicoplanin (3mg/kg) every day for 7 days. To evaluate treatment activity, grafts were explanted on day 10. As controls, grafts were explanted on day 3 and on day 10 to evaluate biofilm in untreated animals. As shown in Fig. 2C, 3 .8x10 7 ±1.3x10 7 CFU/ml were present on the graft on day 3 and 5.8x10 8 ±1.8x10 8 CFU/ml were present on day 10, suggesting that a biofilm already existed on the day of treatment initiation. Similar results were obtained in grafts explanted on day 2 of biofilms formed by strain SD (not shown). As also shown in Using the rat graft model, rats (n=15) were challenged with S. aureus MRSA and treated 3 days later by seven doses of RIP and/or teichoplanin (administered every day for 7 days).
Grafts were removed on day 10 and bacterial load on grafts were determined and expressed as CFU/ml. As a control (Cont), grafts of challenged and untreated animals were removed at days 3 or 10. 
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